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TOBRAMYCI N SULFATE | NJECTI ON USP
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*WARNI NGS

* Patients treated with tobranycin sulfate injection and

*ot her am nogl ycosi des shoul d be under close clinical
*0observation, because these drugs have an inherent potenti al
*for causing ototoxicity and nephrotoxicity.

* Neurotoxicity, manifested as both auditory and vesti bul ar
*ototoxicity, can occur. The auditory changes are irreversible,
*are usually bilateral, and may be partial or total. E ghth-
*nerve inpai rment and nephrotoxicity nmay develop, prinarily in
*patients having preexisting renal damage and in those with
*normal renal function to whom am nogl ycosi des are adm ni stered
*for |longer periods or in higher doses than those recomrended.
*Cher mani festations of neurotoxicity may include nunbness,
*skin tingling, nuscle twtching, and convul sions. The risk of
*am nogl ycosi de-i nduced hearing | oss increases with the degree
*of exposure to either high peak or high trough serum
*concentrations. Patients who devel op cochl ear damage nay not
*have synptons during therapy to warn them of eighth-nerve
*toxicity, and partial or total irreversible bilateral deafness
*may continue to develop after the drug has been di sconti nued.
* Rarely, nephrotoxicity nmay not becone apparent until the
*first few days after cessation of therapy. Am nogl ycosi de-

*i nduced nephrotoxicity usually is reversible.

* Renal and ei ght h-nerve functi on shoul d be cl osely nonitored
*in patients with known or suspected renal inpairment and al so
*in those whose renal function is initially normal but who
*devel op signs of renal dysfunction during therapy. Peak and

*t rough serum concentrati ons of am nogl ycosi des shoul d be
*nmonitored periodically during therapy to assure adequate |evels
*and to avoid potentially toxic levels. Prolonged serum
*concentrations above 12 pg/ nL shoul d be avoi ded. R sing
*trough |l evels (above 2 pg/nL) nay indicate tissue
*accumul ati on. Such accumul ati on, excessive peak concentrati ons,
*advanced age, and cunmul ati ve dose may contribute to
*ototoxicity and nephrotoxicity (see PRECAUTI ONS). Ui ne shoul d
*pbe exam ned for decreased specific gravity and increased
*excretion of protein, cells, and casts. Bl ood urea nitrogen,
*serum creatinine, and creatinine clearance shoul d be neasured
*periodically. Wen feasible, it is reconmmended that seria
*audi ograns be obtained in patients old enough to be tested,
*particularly high-risk patients. Evidence of inpairnent of
*renal, vestibular, or auditory function requires
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*di scontinuati on of the drug or dosage adj ustnent.

* Tobranyci n shoul d be used with caution in prenmature and
*neonatal infants because of their renal immaturity and the
*resul ting prolongation of serumhalf-life of the drug.

* Concurrent and sequential use of other neurotoxic and/or
*nephrotoxi ¢ anti biotics, particularly other am nogl ycosi des
*(e.g., amkacin, streptonycin, neonycin, kananycin, gentam cin,
*and par ononyci n), cephal oridi ne, vionycin, polynyxin B,
*colistin, cisplatin, and vanconycin, should be avoi ded. Q her
*factors that may increase patient risk are advanced age and
*dehydr at i on.

* Am nogl ycosi des shoul d not be given concurrently with
*potent diuretics, such as ethacrynic acid and furosem de. Sone
*di uretics thensel ves cause ototoxicity, and intravenously
*adm ni stered diuretics enhance am nogl ycoside toxicity by
*altering antibiotic concentrations in serumand tissue.

* Am nogl ycosi des can cause fetal harmwhen adm nistered to
*a pregnant wonman (see PRECAUTI ONS).
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DESCRI PTI ON

Tobranycin sulfate, a water-soluble antibiotic of the
am nogl ycosi de group, is derived fromthe actinonycete
Streptonyces tenebrarius. Tobranycin sulfate injection, is a
clear and colorless sterile aqueous solution for parenteral
admni stration.

Tobranycin sulfate is O 3-am no- 3-deoxy- o- D-gl ucopyr anosyl -
(1-4)- O [2,6-diamno-2, 3, 6-trideoxy- o-D-ribo-hexopyranosyl -
(1-6)]-2-deoxy- L-streptamne, sulfate (2:5) (salt) and has the
nmol ecul ar formula (C ;gH;;N;Q,) ,®5H,SO,. The nol ecul ar weight is
1,425.39. The structural formula for tobranycin is as foll ows:

CH,NH, NH,

HO

OH
Each nL contains...

[ Note: Include information as required by 21 CFR
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201. 100(b) (5) (iii)]
CLI Nl CAL PHARVACOLOGY

Tobranycin is rapidly absorbed foll ow ng intranuscul ar
admni stration. Peak serum concentrati ons of tobranycin occur
between 30 and 90 m nutes after intranuscul ar adm ni strati on.
Fol l owi ng an intramuscul ar dose of 1 ng/kg of body wei ght,
maxi mum serum concentrations reach about 4 pg/nL, and neasurabl e
| evel s persist for as long as 8 hours. Therapeutic serumlevel s
are generally considered to range from4 to 6 pg/nL. Wen
tobranycin sulfate is admnistered by intravenous infusion over a
1-hour period, the serumconcentrations are simlar to those
obtai ned by intranmuscul ar admni stration. Tobranycin is poorly
absorbed fromthe gastrointestinal tract.

In patients with normal renal function, except neonates,

t obranycin admni stered every 8 hours does not accunulate in the
serum However, in those patients with reduced renal function and
in neonates, the serumconcentration of the antibiotic is usually
hi gher and can be measured for |onger periods of tine than in
normal adults. Dosage for such patients nust, therefore, be

adj usted accordingly (see DOSAGE AND ADM NI STRATI ON).

Foll ow ng parenteral admnistration, little, if any,
nmet abol i ¢ transformati on occurs, and tobranycin is elimnated
al nost exclusively by glonerular filtration. Renal clearance is
simlar to that of endogenous creatinine. Utrafiltration studies
denonstrate that practically no serumprotein binding occurs. In
patients with normal renal function, up to 84%of the dose is
recoverable fromthe urine in 8 hours and up to 93%in 24 hours.

Peak urine concentrations ranging from75 to 100 pg/ nL have
been observed follow ng the intranuscular injection of a single
dose of 1 ny/kg. After several days of treatnent, the anount of
tobranycin excreted in the urine approaches the daily dose
adm ni stered. Wen renal function is inpaired, excretion of
tobranycin is slowed, and accunul ation of the drug may cause
toxic bl ood | evels.

The serumhalf-life in normal individuals is 2 hours. An
inverse rel ationship exists between serumhalf-1ife and
creatinine cl earance, and the dosage schedul e shoul d be adj usted
according to the degree of renal inpairment (see DOSAGE AND
ADM NI STRATION). In patients undergoing dialysis, 25%to 70% of
the adm ni stered dose nmay be renoved, dependi ng on the duration
and type of dialysis.

Tobranycin can be detected in tissues and body fluids after
parenteral admnistration. Concentrations in bile and stools
ordinarily have been | ow, which suggests mninmumbiliary
excretion. Tobranycin has appeared in | ow concentration in the
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cerebrospinal fluid follow ng parenteral admnistration, and
concentrations are dependent on dose, rate of penetration, and
degree of neningeal inflamation. It has al so been found in
sputum peritoneal fluid, synovial fluid, and abscess fluids, and
it crosses the placental nmenbranes. Concentrations in the renal
cortex are several tines higher than the usual serumlevels.

Probeneci d does not affect the renal tubular transport of
t obr anyci n.

M cr obi ol ogy--Tobranycin acts by inhibiting synthesis of
protein in bacterial cells. In vitro tests denonstrate that
tobranycin is bactericidal.

Tobranyci n has been shown to be active against nost strains
of the follow ng organi sns both invitro and in clinica
infections: (see | ND CATI ONS AND USAGE.)

Gram posi tive aerobes
St aphyl ococcus aureus
Gram negati ve aerobes

Citrobacter sp

Ent er obacter sp
Escherichia col
Klebsiella sp

Mor ganel | a nor gani
Pseudononas aer ugi nosa
Proteus mrabilis
Proteus vul garis

Provi denci a sp
Serratia sp

Am nogl ycosi des have a | ow order of activity agai nst nost
gram posi ti ve organi sns, including St rept ococcus pyogenes,
St rept ococcus pneunoni ae, and ent er ococci

Al t hough nost strains of enterococci denonstrate invitro
resi stance, sone strains in this group are susceptible. In vitro
studi es have shown that an am nogl ycosi de conbi ned with an
antibiotic that interferes with cell-wall synthesis affects sone
enterococcal strains synergistically. The conbinati on of
penicillin Gand tobranycin results in a synergistic bactericidal
effect in vitro against certain strains of Ent erococcus faecalis.
However, this conbination is not synergistic against other
closely rel ated organi sns, e.g., Ent er ococcus faecium Speciation
of enterococci alone cannot be used to predict susceptibility.
Susceptibility testing and tests for antibiotic synergi smand
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enphasi zed.
O oss-resi stance between ami ogl ycosi des may occur.

Susceptibility Tests--

D ffusion Techniques : Quantitative nethods that require
nmeasur enent of zone di aneters give the nost precise estinmates of
susceptibility of bacteria to antimcrobial agents. e such
procedure is the National Coomttee for Ainical Laboratory
St andards (NCCLS) approved procedure 1. This nethod has been
recommended for use with disks to test susceptibility to
tobranycin. Interpretation involves correlation of the dianmeters
obtained in the disk test with the mnimuminhibitory
concentration (M Q for tobranycin.
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Reports fromthe laboratory giving results of the standard
singl e-di sk susceptibility test wth a 10 pg tobranyci n di sk
shoul d be interpreted according to the follow ng criteria:

Zone di aneter (mm) Interpretation
> 15 (S) Susceptible
13- 14 (1) I'ntermedi ate
< 12 (R Resistant

A report of "Susceptible" indicates that the pathogen is
likely to be inhibited by generally achievabl e blood I evels. A
report of "lIntermedi ate" suggests that the organi smwoul d be
susceptible if high dosage is used or if the infectionis
confined to tissues and fluids in which high antimcrobial |evels
are attained. Areport of "Resistant" indicates that achi evabl e
concentrations are unlikely to be inhibitory, and ot her therapy
shoul d be sel ect ed.

St andar di zed procedures require the use of |aboratory
control organisns. The 10 pg tobranycin di sk should give the
foll owi ng zone di aneters:

QO gani sm Zone di aneter ()
Escherichia coli ATCC 25922 18- 26
Pseudononas aer ugi nosa ATCC 27853 19- 25
St aphyl ococcus aureus ATCC 25923 19- 29
Dlution Techniques : Broth and agar dilution nmethods, such

as those recomrended by the NOCLS 2, may be used to deternmine the
m ni mum i nhi bitory concentrations (MC s) of tobranycin. MC test
results should be interpreted according to the foll ow ng

criteria:

MC (pa/ni) Interpretation
<4 (S) Susceptible
8 (1) I'ntermedi ate

> 16 (R Resistant

As with standard diffusion nmethods, dilution procedures
require the use of |aboratory control organisns. Standard
t obranyci n powder shoul d give the followi ng MC val ues:

Q gani sm M C range (pa/ni)
Ent er ococcus faecalis ATCC 29212 8.0-32.0

Escherichia coli ATCC 25922 0.25-1
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Pseudononas aer ugi nosa ATCC 27853 0.12-2
St aphyl ococcus aureus ATCC 29213 0.12-1

| NDI CATI ONS AND USAGE

Tobranycin sulfate injection is indicated for the treatnent
of serious bacterial infections caused by susceptible strains of
t he desi gnated m croorgani sns in the diseases |isted bel ow

Septicema in the neonate, child, and adult caused by
P. aeruginosa, E. coli, and Klebsiella sp

Lower respiratory tract infections caused by P.

aerugi nosa, Klebsiella sp, Enterobacter sp, Serratia sp

E. coli, and S. aureus (penicillinase- and non-
peni ci | | i nase- produci ng strains)

Serious central -nervous-systeminfections (neningitis)
caused by suscepti bl e organi sns

| ntra-abdomnal infections, including peritonitis,

caused by E. coli, Klebsiella sp, and Enterobacter sp
Skin, bone, and skin structure infections caused by P.
aerugi nosa, Proteus sp, E. coli, Kl ebsiella sp, Enterobacter

sp, and S. aureus

Conplicated and recurrent urinary tract infections
caused by P. aeruginosa, Proteus sp (indole-positive and
i ndol e-negative), E. coli, K ebsiella sp, Enterobacter sp
Serratia sp, S. aureus, Providencia sp, and C trobacter sp

Am nogl ycosi des, including tobranycin, are not indicated in
unconpl icated initial episodes of urinary tract infections unless
the causative organisns are not susceptible to antibiotics having
| ess potential toxicity. Tobranycin nay be considered in serious
st aphyl ococcal infections when penicillin or other potentially
| ess toxic drugs are contraindi cated and when bacteri al
susceptibility testing and clinical judgnment indicate its use.

Bacterial cultures should be obtained prior to and during
treatnent to isolate and identify etiologic organisns and to test
their susceptibility to tobranycin. If susceptibility tests show
that the causative organisns are resistant to tobranycin, other
appropriate therapy should be instituted. In patients in whoma
serious life-threatening gramnegative infection is suspected,

i ncl udi ng those in whom concurrent therapy with a penicillin or
cephal osporin and an am nogl ycosi de nmay be indi cated, treatnent
with tobranycin nay be initiated before the results of
susceptibility studies are obtained. The decision to continue
therapy w th tobranycin shoul d be based on the results of
susceptibility studies, the severity of the infection, and the
i nportant additional concepts discussed in the WARNI NGS  box
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above.
CONTRAI NDI CATI ONS

A hypersensitivity to any am nogl ycoside is a
contraindication to the use of tobranycin. A history of
hypersensitivity or serious toxic reactions to am nogl ycosi des
may al so contraindi cate the use of any ot her am nogl ycosi de
because of the known cross-sensitivity of patients to drugs in
this cl ass.

VWARNI NGS
See WARNI NGS box above.

[ Note: Include sulfite warning statenment if applicable,
refer to 21 CFR 201.22 for further guidance]

PRECAUTI ONS

Serum and uri ne speci mens for exam nation shoul d be
col l ected during therapy, as recommended in the WARNI NGS box.
Serum cal ci um magnesi um and sodi um shoul d be noni t ored.

Peak and trough serum|evel s shoul d be neasured periodically
during therapy. Prolonged concentrations above 12 ug/nL shoul d be
avoi ded. R sing trough |evels (above 2 pg/nL) may indicate tissue
accunul ation. Such accunul ation, advanced age, and cunul ative
dosage may contribute to ototoxicity and nephrotoxicity. It is
particularly inportant to nonitor serumlevels closely in
patients with known renal inpairnent.

A useful guideline would be to performseruml|evel assays
after 2 or 3 doses, so that the dosage could be adjusted if
necessary, and at 3 to 4 day intervals during therapy. In the
event of changing renal function, nore frequent serumlevel s
shoul d be obtai ned and the dosage or dosage interval adjusted
according to the guidelines provided in the DOSAGE AND
ADM NI STRATI ON secti on.

In order to neasure the peak | evel, a serum sanple shoul d be
drawn about 30 mnutes follow ng intravenous infusion or 1 hour
after an intranuscul ar injection. Trough | evel s are neasured by
obtai ning serumsanples at 8 hours or just prior to the next dose
of tobranycin. These suggested tine intervals are intended only
as guidelines and may vary according to institutional practices.
It is inportant, however, that there be consistency within the
i ndi vi dual patient program unl ess conputerized pharnacoki netic
dosing prograns are available in the institution. These
serum | evel assays may be especially useful for nonitoring the
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treatment of severely ill patients wth changing renal function
or of those infected with | ess susceptible organi sns or those
recei vi ng nmaxi num dosage.

Neur onuscul ar bl ockade and respiratory paral ysis have been
reported in cats receiving very high doses of tobranycin
(40 ng/ kg). The possibility of prolonged or secondary apnea
shoul d be considered if tobranycin is admnistered to
anest heti zed patients who are al so recei vi ng neuronuscul ar
bl ocki ng agents, such as succinyl chol i ne, tubocurarine, or
decanet honium or to patients receiving nmassive transfusions of
citrated bl ood. If neuronuscul ar bl ockade occurs, it may be
reversed by the admnistration of calciumsalts.

O oss-allergenicity among am nogl ycosi des has been
denonstr at ed.

In patients with extensive burns, altered pharnacokinetics
may result in reduced serum concentrations of am nogl ycosides. In
such patients treated with tobranycin, measurenment of serum
concentration is especially inportant as a basis for
determ nati on of appropriate dosage.

El derly patients may have reduced renal function that may
not be evident in the results of routine screening tests, such as
BUN or serumcreatinine. A creatinine clearance determnation nay
be nore useful. Mnitoring of renal function during treatnment
wi th am nogl ycosides is particularly inportant in such patients.

An increased incidence of nephrotoxicity has been reported
foll owi ng concomtant adm nistration of am nogl ycosi de
anti biotics and cephal ospori ns.

Am nogl ycosi des shoul d be used with caution in patients with
muscul ar di sorders, such as nyasthenia gravis or parkinsoni sm
since these drugs nmay aggravate nuscl e weakness because of their
potential curare-like effect on neuronuscul ar function.

Am nogl ycosi des nmay be absorbed in significant quantities
frombody surfaces after local irrigation or application and may
cause neurotoxicity and nephrotoxicity.

Am nogl ycosi des have not been approved for intraocul ar
and/ or subconjunctival use. Physicians are advised that nacul ar
necrosi s has been reported fol |l owi ng adm ni strati on of
am nogl ycosi des, including tobranycin, by these routes.

See WARNI NGS box regardi ng concurrent use of potent
diuretics and concurrent and sequential use of other neurotoxic
or nephrotoxi c drugs.

The inactivation of tobranycin and ot her am nogl ycosi des by
B-lactamtype antibiotics (penicillins or cephal osporins) has
been denonstrated in vitro and in patients with severe rena
i mpai rnent. Such inactivation has not been found in patients with
normal renal function who have been given the drugs by separate
routes of adm nistration.
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Therapy with tobranycin may result in overgrow h of
nonsuscepti bl e organi sns. |If overgrowh of nonsusceptible
organi sns occurs, appropriate therapy should be initiated.

Pregnancy Cat egory D--Am nogl ycosi des can cause fetal harm
when adm nistered to a pregnant woman. Am nogl ycosi de anti biotics
cross the placenta, and there have been several reports of total
irreversible bilateral congenital deafness in children whose
not hers recei ved streptonycin during pregnancy. Serious side
effects to nother, fetus, or newborn have not been reported in
the treatnent of pregnant wonmen w th other am nogl ycosides. |f
tobranycin is used during pregnancy or if the patient becones
pregnant while taking tobranycin, she should be apprised of the
potential hazard to the fetus.

Usage in Children--See | ND CATI ONS AND USAGE and DOSAGE AND
ADM NI STRATI ON.

ADVERSE REACTI ONS

Neur ot oxi city--Adverse effects on both the vestibul ar and
audi tory branches of the eighth nerve have been noted, especially
in patients receiving high doses or prolonged therapy, in those
gi ven previous courses of therapy with an ototoxin, and in cases
of dehydration. Synptons include dizziness, vertigo, tinnitus,
roaring in the ears, and hearing loss. Hearing loss is usually
irreversible and is manifested initially by dimnution of
hi gh-tone acuity. Tobranycin and gentamcin sul fates closely
parall el each other in regard to ototoxic potential.

Nephr ot oxi city--Renal function changes, as shown by rising
BUN, NPN, and serumcreatinine and by oliguria, cylindruria, and
i ncreased proteinuria, have been reported, especially in patients
with a history of renal inpairment who are treated for | onger
periods or with higher doses than those recommended. Adverse
renal effects can occur in patients with initially nornmal rena
functi on.

Ainical studies and studies in experinmental aninals have
been conducted to conpare the nephrotoxic potential of tobranycin
and gentamcin. In sonme of the clinical studies and in the ani nal
studi es, tobranycin caused nephrotoxicity significantly |ess
frequently than gentamcin. In sone other clinical studies, no
significant difference in the incidence of nephrotoxicity between
t obranyci n and gentam ci n was found.

G her reported adverse reactions possibly related to
t obranyci n i ncl ude anem a, granul ocytopenia, and
t hr onbocyt openi a; and fever, rash, itching, urticaria, nausea,
vomting, diarrhea, headache, |ethargy, pain at the injection
site, nental confusion, and disorientation. Laboratory
abnornalities possibly related to tobranycin include increased
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serum transam nases (SQOI, SGET); increased serum LDH and
bi i rubi n; decreased serum cal ci um nagnesi um sodium and
pot assi um and | eukopeni a, | eukocytosis, and eosi nophili a.

OVERDGSAGE

Signs and Synptons--The severity of the signs and synptons
foll owi ng a tobranycin overdose are dependent on the dose
adm ni stered, the patient's renal function, state of hydration,
and age and whether or not other nedications with simlar
toxicities are being admnistered concurrently. Toxicity may
occur in patients treated nore than 10 days, in adults given nore
than 5 ng/ kg/day, in children given nore than 7.5 ng/kg/ day, or
in patients with reduced renal function whose dose has not been
appropriately adj usted.

Nephrotoxicity follow ng the parenteral admnistration of an
am nogl ycoside is nost closely related to the area under the
curve of the serumconcentration versus tine graph.
Nephrotoxicity is nmore likely if trough bl ood concentrations fai
to fall below 2 pg/nL and is al so proportional to the average
bl ood concentration. Patients who are elderly, have abnornal
renal function, are receiving other nephrotoxic drugs, or are
vol unme depleted are at greater risk for devel opi ng acute tubul ar
necrosis. Auditory and vestibular toxicities have been associ at ed
wi th am nogl ycosi de overdose. These toxicities occur in patients
treated |l onger than 10 days, in patients with abnornal renal
function, in dehydrated patients, or in patients receiving
medi cations with additive auditory toxicities. These patients nmay
not have signs or synptons or nmay experience dizziness, tinnitus,
vertigo, and a |l oss of high-tone acuity as ototoxicity
progresses. Gtotoxicity signs and synptons nay not begin to occur
until long after the drug has been di sconti nued.

Neur onuscul ar bl ockade or respiratory paral ysis may occur
foll owi ng adm ni stration of am nogl ycosi des. Neuronuscul ar
bl ockade, respiratory failure, and prolonged respiratory
paral ysis may occur nore commonly in patients wth nyasthenia
gravis or Parkinson's disease. Prolonged respiratory paral ysis
may al so occur in patients receiving decamet honi um tubocurarine,
or succinyl choline. If neuromnuscul ar bl ockade occurs, it may be
reversed by the admnistration of cal ciumsalts but nechani ca
assi stance nay be necessary.

I f tobranycin were ingested, toxicity would be less likely
because am nogl ycosi des are poorly absorbed froman intact
gastrointestinal tract.

Treatnment--1n all cases of suspected overdosage, call your
Regi onal Poi son Control Center to obtain the nost up-to-date
information about the treatnent of overdose. This recomrendation
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i s made because, in general, information regarding the treatnent
of overdose nmay change nore rapidly than the package insert. In
nmanagi ng over dosage, consider the possibility of multiple drug
overdoses, interaction anmong drugs, and unusual drug kinetics in
your patient.

The initial intervention in a tobranycin overdose is to
establish an airway and ensure oxygenation and ventil ation.
Resuscitative neasures should be initiated pronptly if
respiratory paral ysis occurs.

Patients that have received an overdose of tobranycin and
have normal renal function should be adequately hydrated to
maintain a urine output of 3 to 5 niL/kg/hr. Fl uid bal ance,
creatinine clearance, and tobranycin plasnma | evels shoul d be
carefully nmonitored until the serumtobranycin |level falls bel ow
2 ug/ n.

Patients in whomthe elimnation half-life is greater than 2
hours or whose renal function is abnornmal may require nore
aggressive therapy. In such patients, henodi al ysis nay be
benefi ci al .

DCSAGE AND ADM NI STRATI ON

Tobranycin sulfate injection may be given intranuscularly or
i ntravenously. Recommended dosages are the sane for both routes.
The patient's pretreatnent body wei ght shoul d be obtained for
cal culation of correct dosage. It is desirable to nmeasure both
peak and trough serum concentrations (see WARNI NGS box and
PRECAUTI ONS) .

Adm ni stration For Patients Wth Normal Renal
Function--Adults Wth Serious Infections: 3 ng/kg/day in 3 equa
doses every 8 hours (see Table 1).

Adults Wth Life-Threatening Infections: U to 5 ng/kg/ day
may be admnistered in 3 or 4 equal doses (see Table 1). The
dosage shoul d be reduced to 3 ng/kg/day as soon as clinically
indicated. To prevent increased toxicity due to excessive bl ood
| evel s, dosage shoul d not exceed 5 ng/kg/day unless serumlevel s
are nonitored. (see Warnings box and PRECAUTI ONS.)

TABLE 1. DOSACE SCHEDULE GU DE FOR TOBRAMYCI N SULFATE | NJECTI ON
USP I N ADULTS WTH NORVAL RENAL FUNCTI ON
(Dosage at 8-Hour |Intervals)

+323333313033111333131333331333331330)3133333313333311333))11)))))) >
*For * Usual Dose for *  Maxi mum Dose for Life-

*Patient * Serious Infections * Threatening Infections
*\Wei ghing = * ( Reduce as soon as
* * * possi bl e)

Ok ok *
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* * 1 ng/ kg g8h * 1.66 ng/ kg q8h
*kg Ib * (Total, 3 ny/kg/day) * (Total, 5 ngy/kg/day)
/)))))))))3)))))))))))))))))))))))))3)))))))))))))))))))))))))))l

* ngl/ dose nL/ dose* * ny/dose nmL/ dose*
* * g8h * g8h
*120 264 * 120 ny 3 n. > 200 ng 5 L
*115 253 * 115 ny 2.9 nL = 191 ny 4.75 nL
*110 242 * 110 ngy 2.75 n.  * 183 ny 4.5
*105 231 * 105 ny 2.6 nL * 175 ny 4.4 nL
*100 220 * 100 ny 25 n. * 166 ny 4.2 nbL
* 95 209 * 95 ny 2.4 m *~ 158 ny 4 m.
* 90 198 * 90 ny 2.25 . * 150 ny 3.75 nL
* 85 187 * 85 ny 21 m * 141 my 3.5 ni
* 80 176 * 80 ny 2 n. > 133 ny 3.3 nL
* 75 165 * 75 ny 1.9 nb * 125 nmy 3.1 ni
* 70 154 * 70 ny 1.75 nL  * 116 ny 2.9 ni
* 65 143 * 65 ny 1.6 nL * 108 ny 2.7 nL
* 60 132 * 60 ny 1.5 nm. * 100 ny 2.5 nL
* 55 121 * 55 ny 1.4 nmb = 91 ny 2.25 nL
* 50 110 * 50 ny 1.25 nL = 83 ny 2.1 nL
* 45 99 * 45 ny 1.1 nmb = 75 ny 1.9 nL
* 40 88 * 40 ny 1 n * 66 ny 1.6 niL
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*Applicable to all
Sul fate | njection,

Chi | dr en:

(2 to 2.5 ng/kg every 8 hours or 1.5 to 1.89 ng/kg every 6
hours) .

usual

It

doses every 12 hours.

product fornms except Tobranycin
10 nmg/ nL (Pediatric).

Premature O Full-Term Neonates 1 Wek O Age O Less:
4 ny/ kg/ day may be admnistered in 2 equal
Is desirable to limt treatnment to a short term The

duration of treatnment is 7 to 10 days. A longer course of

Label i ng Gui dance

6 to 7.5 ng/kg/day in 3 or 4 equally divided doses

*

R EEEEEEEEEEEEEEE

W to

t herapy may be necessary in difficult and conplicated infections.

I n such cases,

nmoni toring of renal

auditory, and vesti bul ar

functions is advi sed, because neurotoxicity is nore likely to
occur when treatnment is extended | onger than 10 days.

Adm ni strati on For

noni tored during therapy.

Patients Wth | npaired Rena
Whenever possi bl e, serumtobranycin concentrations should be

these patients nust be adjusted, either with reduced doses

adm ni stered at 8-hour intervals or with normal

prol onged intervals. Both of these nethods are suggested as

doses gi ven at

gui des to be used when serum |l evels of tobranycin cannot be
nmeasured directly. They are based on either the creatinine
cl earance | evel

or the serumcreatini ne | evel

of the patient

Fol l owi ng a | oadi ng dose of 1 ng/kg, subsequent dosage in

Function --
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because these values correlate with the half-life of tobranycin.
The dosage schedul e derived fromeither method should be used in
conjunction with careful clinical and | aboratory observations of
the patient and should be nodified as necessary. Neither nethod
shoul d be used when dialysis is being perforned.

Reduced dosage at 8-hour intervals:

Wien the creatinine clearance rate is

70 nL or less per mnute or when the serum
creatinine value is known, the amount of

t he reduced dose can be determ ned by

mul tiplying the normal dose fromTable 1
by the percent of normal dose fromthe
acconpanyi ng nonogr am

An alternate rough guide for determ ning
reduced dosage at 8-hour intervals (for
pati ents whose steady-state serumcreatinine
val ues are known) is to divide the nornally
recommended dose by the patient's serum
creati ni ne.

Nor mal dosage at prolonged intervals: If the creatinine
clearance rate is not available and the patient's condition is
stabl e, a dosage frequency in hours for the dosage given in Table
1 can be determned by multiplying the patient's serumcreatinine
by 6.

Dosage I n Obese Patients--The appropriate dose may be
cal cul ated by using the patient's estimated | ean body wei ght plus
40% of the excess as the basic weight on which to figure ng/kg.

| ntramuscul ar Adm ni stration--Tobranycin sul fate may be
adm ni stered by withdrawi ng the appropriate dose directly froma
vial or by using a prefilled syringe.

| ntravenous Adm ni stration--For intravenous admnistration,
t he usual volunme of diluent (0.9% Sodi um Chloride Injection or 5%
Dextrose Injection) is 50 to 100 nL for adult doses. For
children, the volune of diluent should be proportionately |ess
than that for adults. The diluted solution usually should be
infused over a period of 20 to 60 mnutes. |nfusion periods of
| ess than 20 m nutes are not recommended, because peak serum
| evel s may exceed 12 pg/nL (see  WARNI NGS box).

Tobranycin sulfate injection should not be physically
prem xed with other drugs but should be adm ni stered separately
according to the recommended dose and route.

Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to admnistration,
whenever solution and container permt.

HOW SUPPLI ED
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- Establ i shed Name
- Strength of Dosage Form
- Packagi ng
- Special Handling and storage reconmendati ons
- Caution: Federal |aw...
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